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L4 ANSWER 1 OF 20 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Anti-glucan antibody recruitment of complement-mediated immune responses 

AB The authors disclose the presence of human natural antibodies to 
pi-6-glucans . In one example, anti-pi-6 glucan IgG antibodies 
are shown to mediate complement activation and neutrophil phagocytosis. 
In a second example, a conjugate of Herceptin with pi-6 glucan was 
shown to target breast cancer cells for complement-mediated lysis and 
recruitment of neutrophils. 
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Compositions comprising phospholipids 

The present invention provides compns. comprising phospholipids and 
particularly those comprising at least 40% phospholipid and at least 80% 



phospholipid as a percentage of total fat in the extract, comprising 
polyunsatd. and saturated phospholipids, in a ratio of saturated phospholipid 

to 

monounsatd. to polyunsatd. phospholipid of about 6:3:1 resp., or 
comprising at least 40% phospholipid and less than 40% protein and methods 
for their production from dairy products. 
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L4 ANSWER 3 OF 2 0 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Method and apparatus of low strength electric field network-mediated 

delivery of drug, gene, siRNA, shRNA, protein, peptide, antibody or other 
biomedical and therapeutic molecules and reagents in skin, soft tissue, 
joints and bone 

AB The invention includes four preferred embodiments: (i) a method and apparatus 
for the joint and its related soft tissue for bone gene, protein and drug 
delivery; (ii) a method and apparatus for gene, protein and drug delivery to an 
extremity; (iii) a method and apparatus for delivery of gene, protein and drug 
delivery to skin and soft tissue; and/or (iv) a method and apparatus for 
delivery of a gene, protein and drug to soft tissue tumor. The apparatus for 
transfecting drug, gene, siRNA, shRNA, protein, peptide, antibody or other 
biomedical and therapeutic mols. and reagents comprises a plurality of 
neg. electrodes disposed into low resistance elec. contact with skin 
overlaying the tissue. 
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TI Method and apparatus of low strength electric field network-mediated 

delivery of drug, gene, siRNA, shRNA, protein, peptide, antibody or other 
biomedical and therapeutic molecules and reagents in skin, soft tissue. 



joints and bone 
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PA The University of California, USA 
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ANSWER 4 OF 2 0 HCAPLUS COPYRIGHT 2010 ACS on STN 
Formulations for mediating inflammatory bowel disorders 
The invention provides formulations and methods for mediating 
inflammation, in particular an inflammatory bowel 

disorder such as necrotizing enterocolitis. Further, the formulations are 
effective in lowering blood cholesterol and decreasing blood cholesterol 
absorption. The formulations comprise at least one ganglioside, which may 
be selected from the group consisting of: GD3, GMl, GM2, GM3, and GDlb. 
The invention provides a method of treating or preventing 
inflammatory diseases, such as necrotizing enterocolitis by 
delivery of at least one ganglioside to a subject in need thereof. 
Supplementation of foods or liqs. with gangliosides, for example infant 
formula or infant foods, can be employed according to the invention. 
2007:815148 HCAPLUS «LOGINID: : 20100430» 
147:197354 

Formulations for mediating inflammatory bowel disorders 
Clandinin, Michael Thomas; Park, Eek J. 
Mti Meta Tech Inc., Can. 

U.S. Pat. Appl. Publ., 39pp., Cont . -in-part of U.S. Ser. No. 551,789 
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L4 ANSWER 5 OF 20 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Gangliosides as binding agents for vacuolating toxin VacA of Helicobacter 
pylori, their use for drugs and for foods, and screening method for 
therapeutic or prophylactic drugs for H. pylori-related diseases 

AB The binding agents for VacA, vacuolating toxin of H. pylori, contain 

gangliosides, lysogangliosides , and/or their chemical modification products. 
VacA activity is neutralized by the VacA-binding agents for treatment or 
prevention of H. pylori-related diseases, e.g., gastritis, gastric ulcer, 
and gastric cancer. The VacA-binding agents or VacA are used for 
screening of therapeutic or prophylactic drugs for H. pylori-related 
diseases. Gangliosides, lysogangliosides, and/or their chemical modification 
products are used for manufacture of therapeutic or prophylactic drugs for H. 
pylori-related diseases and for foods for suppression of the actions of H. 
pylori. Ganglioside GMl (at 50 |Lig/mL) significantly inhibited the 
vacuolating activity of VacA in cultured human gastric epithelial cancer 
cell line AZ-521. 
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TI The immune response to disialoganglioside GD3 vaccination in normal dogs: 
a melanoma surface antigen vaccine 

AB As a result of its metastatic potential, canine malignant melanoma like 

its human counterpart like its human counter part, has a poor response to 
conventional treatment protocols. This prompted us to investigate the 
possibility of enhancing the immune response against the melanoma cell 



surface antigen, disialoganglioside GD3 . Initially a flow cytometric 
study was designed in which the incidence of GD3 on the cell surface, 
recognized by the monoclonal antibody Mel-1 (R24), was established in 
canine melanoma cell lines. Results from the flow cytometry found GD3 to 
be highly expressed (94.2%) in six out of seven canine melanoma cell 
lines. Since it was thus potentially a good target, a study in which 
normal dogs were vaccinated intradermally with a vaccine containing GD3 plus 
adjuvants was designed. The adjuvant included CpG oligodeoxynucleotide 
(CpG-ODN) sequences and RIBI-adjuvant, which are known to target toll-like 
receptors (TLR) of the innate immune system. From a cohort of 10 dogs, 4 
were vaccinated 3 times, at 4 weekly intervals with GD3 plus adjuvant, and 
4 received only RIBI-adjuvant, and 2 phosphate buffered saline. Caliper 
measurements were collected to assess skin reaction at the vaccination 
site and sera assayed for IgM and IgG antibodies against GD3 and 
cell-mediated cytotoxicity against a melanoma cell line. Results from the 
study found significant differences (P < 0.05) in the vaccine site 
reactions, IgM/IgG levels and cell-mediated cytotoxicity in the vaccinated 
vs. unvaccinated dogs. The addition of CpG-ODN sequences and increasing GD3 
concentration in the vaccine increased the inflammation response at the 
injection site. GD3 IgG and IgM antibodies in vaccinated dogs showed 
increasing titers over time and achieved significance at weeks 9 and 12, 
resp. Cell-mediated cytotoxicity was only detected in peripheral blood 
mononuclear cells from vaccinated dogs. In conclusion, by combining the 
tumor antigen GD3 (a known weak self-antigen) and an adjuvant, tolerance 
was overcome by an innate and adaptive immune response in this population 
of normal dogs. 
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TI Bispecific antibodies, chimeric antibodies and fragments specific to human 
CD3 complex and antigen or tumor antigen for diagnosis and treatment of 
cancer, inflammation, allergy, infection and autoimmune disease 

AB The present invention provides a bispecific binding mol., wherein said 

mol. comprises or consists of at least two domains whereby one of said at 
least two domains specifically binds to/interacts with the human CD3 
complex and said domain comprises an amino acid sequence of an antibody 
derived light chain, wherein said amino acid sequence is a particularly 
identified amino acid sequence comprising specific amino acid 
substitutions, and a second domain is or contains at least one further 
antigen-interaction-site and/or at least one further effector domain. The 
invention further provides nucleic acid mols. encoding the bispecific 
binding mols. of the invention, vectors comprising said nucleic acid mols. 
and host cells transformed or transfected with said vectors. Moreover, 
the invention concerns a method for the production of bispecific binding mols. 
of the invention and compns. comprising the bispecific binding mols. of 
the invention, the nucleic acid mols. of the invention or the host cells 
of the invention. 
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TI Cloning and sequences of genetically engineered proteases that cleave 
target molecules for diagnosis or treatment of human diseases 

AB The present invention provides a disease treatment method by applying a 

medicament comprising a protease with defined target substrate specificity 
that enables hydrolysis of specific peptide bonds within the substrate 
related to such disease. This invention aims to create mutated proteases 
that target proteins or enzymes associated with disease (several dozen 
claimed mols.), for the purpose of hydrolysis-mediated alteration of 
cellular behavior aiding in diagnosis or treatment of human diseases. 
Specificity determining regions (SDR) from selected proteases were randomly 
inserted into a protein scaffold, enabling the protein scaffold to perform 
hydrolysis upon the SDR-determined substrate. Claimed are the sequences of 
human trypsin I, Bacillus subtilis subtilisin E, human pepsin A, and human 



caspase-7. Use of the modified trypsin protease upon tumor necrosis 
factor-a, serum proteins and VEGF, as well as anal, of corresponding 
cytotoxicity, is presented. The proteases with such a defined specificity 
can further be used for related therapeutic or diagnostic purposes. 
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TI De immunized fusion proteins comprising CD3-binding domain and Ig binding 
domain for diagnosis and treatment of cancer, inflammation, 
infection, (auto) immune disease or allergy 

AB The present invention provides a cytotoxically active CD3 specific binding 
construct comprising a first domain specifically binding to human CD3 and 
an Ig-derived second binding domain. Furthermore, a nucleic acid sequence 
encoding a CD3 specific binding construct of the invention is provided. 
The Ig. -derived binding domain comprises an antigen-interaction site with 
a specificity for mol. such as EpCAM, CCR5, CD19, Her-2, Her-2/neu, Her-3, 
Her-4, EGFR, PSMA, CEA, MUC-1, MUC2, MUC3, MUC4, MUC5AC, MUCSa, MUC7, 
PhCG, Lewis Y, CD20, CD33, CD30, GD3, 9-O-acetyl GD3, GM2, Globo H, 
fucosyl GMl, polySA, GD2, carboanhydrase IX, CD44v6, sonic Hedgehog, 
Wue-1, etc. Further aspects of the invention are vectors and host cells 
comprising said nucleic acid sequence, a process for the production of the 
construct of the invention and composition comprising said construct. The 
invention also provides the use of said constructs for the preparation of 
pharmaceutical compns. for the treatment of particular diseases, a method 
for the treatment of particular diseases and a kit comprising the binding 
construct of the invention. 
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TI Antibodies conjugated with phagocytic marker for enhancing phagocytosis 
against autoimmune disease, infection, cancer and others 

AB The present invention provides a system for enhancing clearance or 

destruction of undesirable cells or noncellular mol. entities by tagging 

such cells or noncellular mol. entities with a marker that targets the 

cells or noncellular mol. entities for phagocytosis (phagocytic marker). 

The target cells can be, for example, endothelial cells, tumor cells, 

leukocytes, or virus-infected cells. In certain embodiments of the 

invention the tagging is accomplished by administering a composition comprising 

an antibody or ligand linked to the phagocytotic marker, wherein the 

antibody or ligand binds to a cell type specific marker present on or in 

the cell surface of a target cell. In preferred embodiments of the 

invention, the phagocytic marker comprises phosphatidylserine or a group 

derived from phosphatidylserine, thrombospondin-1 , annexin I, or a derivative 

of any of these. 
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TI Human molecules or antibodies specific to human CD3 complex for diagnosis 
and treatment of proliferative, inflammatory, immune, 
autoimmune, infectious or allergic diseases 

AB The present invention provides a method for the preparation of a human binding 
mol., fragment or derivative thereof which specifically binds to the human CD3 
complex. The binding mols. are human, humanized or deimmunized antibodies 
or fragments; and are selected from a DNA or RNA library by a phage 
display method. The antibodies may comprise at least one further 
antigen-interaction-site and/or effector domain selected from EpCAM, CCR5, 
CD19, EphA2, HER-2 neu, HER-3, HER-4, EGFR, PSMA, CEA, MUCl, MUC2, MUC3, 
MUC4, MUC5, MUC7, phCG, Lewis-Y, CD20, CD33, CD30, ganglioside GD3, 
etc. These binding mols. or antibodies and fragments are useful for 
diagnosis and treatment of proliferative disease, tumor, 
inflammation, immune disease, autoimmune disease, infection, viral 
infection, allergy, parasitic infection or graft vs. host disease. 
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TI Human molecules or antibodies specific to human CD3 complex for diagnosis 

and treatment of proliferative, inflammatory, immune, 

autoimmune, infectious or allergic diseases 
IN Kufer, Peter; Raum, Tobias; Berry, Meera; Kischel, Roman; Mangold, 

Susanne; Krinner, Eva; Kohleisen, Birgit; Zeman, Steven; Itin, Christian; 
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PA Micromet A.-G., Germany 
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TI Glycocon jugates with NeuAc-NeuAc-Gal-Glc are more effective at preventing 
adhesion of Helicobacter pylori to gastric epithelial cells than 
glycocon jugates with NeuAc-Gal-Glc 

AB Helicobacter pylori (H. pylori) adheres to human gastric epithelial cells, 

eliciting various gastroduodenal diseases. Gangliosides play a critical role 
in bacterial adhesion to cell surfaces. The present study examined how 
residues of gangliosides are important for inhibition of adhesion of H. 
pylori to MKN-45 cells. We measured adhesion or detachment effects of 
gangliosides on the interaction between MKN-45 cells and H. pylori, as 
well as interleukin-8 production Among the gangliosides, 0-Ac-GD3, GTlb, 
GDla, GDlb, GTla, and GD3 had potent dose dependent inhibitory effects on 
adhesion of H. pylori to MKN-45 cells, interleukin-8 production, and vacuole 
formation induced by H. pylori toxin binding to Vero cells. GD3 also 
accelerated bacterial detachment of MKN-45 cells with adherent H. pylori 
in a dose dependent manner. Such results strongly suggest that the 
mechanism involved in the inhibition of H. pylori adhesion is mediated by 
the variations of the residues of the NeuAc-NeuAc-Gal-GIc chain of 
gangliosides. NeuAc-NeuAc-Gal-GIc exhibits a more inhibitory effect on 
adhesion than the NeuAc-Gal-Glc chain. Such ganglioside and 
oligosaccharide sequences appear to have therapeutic importance for 
prevention of H. pylori adhesion, as well as reduction of both 
inflammation and gastric mucosal injuries. 
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TI Glycocon jugates with NeuAc-NeuAc-Gal-GIc are more effective at preventing 
adhesion of Helicobacter pylori to gastric epithelial cells than 
glycoconjugates with NeuAc-Gal-Glc 
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TI 36Fusion proteins comprising CDld complex, a2 microglobulin and 

antibody or fragment for targeting therapy of tumor, autoimmune disease, 
inflammation and infection 
AB The invention is directed to a compound comprising one or more CDld 

complexes in association with an antibody specific for a cell surface marker. 
The CDld complexes comprise a CDld, a ss2-microglobulin mol . , and may 
further comprise an antigen bound to the CDld binding groove. The 
invention is further directed to methods of inhibiting or stimulating an 
immune response with the CDld-antibody compds . , in particular anti-tumor 



and autoimmunity responses. 
AN 2004:292071 HCAPLUS «LOGINID: : 20100430» 
DN 140:320040 

TI 36Fusion proteins comprising CDld complex, a2 microglobulin and 

antibody or fragment for targeting therapy of tumor, autoimmune disease, 

inflammation and infection 
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TI Antibodies produced by host cells tolerant to f ucose-N-acetylglucosamine 

1^6 a binding structure-recognizing lectins 
AB Disclosed is a process for producing an antibody composition with the use 

cells tolerant to a lectin recognizing a sugar chain structure in which an 
a-bond is formed between the 6-position of N-acetylglucosamine at 
the reducing end of an N-glycoside bond-type complex sugar chain and the 
1-position of fucose; and cells usable in this process. The antibodies 
exhibit enhanced antibody-dependent cytotoxicity. The host cells have 
lower or defective carbohydrate modification-related proteins such as (1) 
GDP-fucose synthesizing enzyme proteins, (2) f ucose-N-acetylglucosamine 
1-^6 a-binding structure-modifying enzyme proteins, and (3) 
GDP-fucose to Golgi body-transporting proteins, e.g. 

a-1, 6-fucosyltransf erase. The genes of these carbohydrate-modifying 



enzymes are destroyed by gene targeting, dominant neg. body introduction, 
mutation or mutagenesis, transcription and/or translation inhibition, and 
RNAi. Antibodies prepared by the method include human antibodies, humanized 
or chimeric antibodies, antibody fragments and IgGs. These antibodies are 
prepared for diagnosis, prevention and treatment of cancer, allergy, 
inflammation, autoimmune disease, circulation disease, viral 
infection and bacterial infection. 
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TI Antibodies produced by cells tolerant to lectin recognizing l->6 

a-bond between N-acetylglucosamine and fucose for diagnosis and 

therapy in patients suffering from FcyRIIIa polymorphism 
AB A drug containing, as the active ingredient, an antibody composition produced 
with 

the use of cells tolerant to a lectin recognizing a sugar chain structure 

in which an a-bond is formed between the 6-position of 

N-acetylglucosamine at the reducing end of an N-glycoside bond-type 

complex sugar chain and the 1-position of fucose. This drug is 

appropriate for patients suffering from FcyRIIIa polymorphism who 

cannot be treated with a drug containing, as the active ingredient, an 

antibody composition produced from cells not tolerant to a lectin recognizing a 

sugar chain structure in which an a-bond is formed between the 

6-position of N-acetylglucosamine at the reducing end of an N-glycoside 



bond-type complex sugar chain and the 1-position of fucose. Such chimeric 
antibodies specific to GD3, FGF8, CD20, and CCR4 were prepared for 
diagnosis, prevention and treatment of tumor, allergy, 
inflammation, autoimmune disease, circulation disorder, viral 
infection and bacterial infection. 
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a-bond between N-acetylglucosamine and fucose for diagnosis and 
therapy in patients suffering from FcyRIIIa polymorphism 
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TI Isolation and identification of buffalo milk gangliosides and their use 
for humanization of infant and other formulas 

AB The present invention relates to gangliosides derived or isolated from 
buffalo milk, skimmed buffalo milk, buffalo milk serum or derivs. of 
either. Buffalo milk is reported to comprise gangliosides that are not 
contained in bovine milk, such as gangliosides that belong to the 
GMl-class. Furthermore, buffalo milk is found to comprise unknown 
gangliosides, denoted herein as ganglioside "F" and "L" . Furthermore, the 
invention reports that gangliosides are surprisingly found in fractions of 
isolation procedures that were so far not considered to comprise 
gangliosides. Finally, milk or milk serum from buffalo, for example as 
derived from mozzarella cheese production, contains specific gangliosides in 
the same amts. as human breast milk, which makes it suitable for 
humanization of infant and other formulas. Anti-inflammatory 
effects of buffalo milk gangliosides are also disclosed. 
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TI Isolation and identification of buffalo milk gangliosides and their use 

for humanization of infant and other formulas 
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PA Societe des Produits Nestle S.A., Switz. 
SO Eur. Pat. Appl . , 24 pp. 
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TI Inducing tolerance or immunomodulation using dendritic cells incubated 

with antigen 

AB Disclosed is a method of altering immune responses using dendritic cells. 
One form of the method is a method of inducing Immunol, tolerance in an 
individual, where type 2 dendritic cells are administered to an 
individual, and where the dendritic cells have been incubated with one or 
more antigens. Another form of the method involves altering an immune 
response, in which liposomes containing one or more antigens are administered 
to an individual, and where the liposomes are modified with surface-bound 
mols. that target the liposomes to type 2 dendritic cells. Another form 
of the method involves reducing immune responsiveness, where liposomes 
containing one or more antigens are administered to an individual and where 
the liposomes are modified with the surface bound mols. that target the 
liposomes to type 1 dendritic cells or type 2 dendritic cells. Another 
form of the method is a method of enhancing immune responsiveness, where 
liposomes containing one or more antigens are administered to an individual, 
and where the liposomes are modified with surface-bound mols. that target 
the liposomes to mature type 1 dendritic cells. The antigens can be 
autoantigens, alloantigens, tumor antigens, and viral antigens, and can be 
in the form of carbohydrates, peptides, nucleic acids, and lipids. The 
liposome surface-bound mols. can be specific for CDllc+ and/or BDCA-1, 



which targets mature type 1 dendritic cells. Type 2 dendritic cells can 
be targeted by using surface-bound mols. specific for CD123, BDCA-2, 
and/or BDCA-4. 
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TI Colostrum-based pharmaceutical compositions 

AB A composition including colostrum or a colostrum-derived product and 

hyperimmune milk (HIM) or a hyperimmune milk-derived product, in amts. 
sufficient to provide a combined spectrum of pathogen-binding activity 
against a broad-spectrum of pathogenic organisms is described. For 
example, a test composition was prepared including 70% colostrum milk protein 
powder, 24% hyperimmune milk powder, 4% ganglioside-containing component, whey 
powder, lactose and 1.5% milk calcium. The test composition of the invention 
includes a combination of ingredients each of which has particular 
antimicrobial binding and/or anti-inflammatory activity which 
may combine to produce particular and unexpected clin. benefits in a broad 
range of diseases, including infection-associated diseases, and particularly 
gastrointestinal, inflammatory and bone related disorders. Such 
benefits are an unexpected result of the combination used. 
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L4 ANSWER 19 OF 20 HCAPLUS COPYRIGHT 2010 ACS on STN 

TI Novel synthetic gangliosides 

GI 




AB Disclosed are novel synthetic ganglioside comprising a modified 

sphingosine group represented by Structural Formula (I); Y is -0- or -NH-; 
X is =0 or -H2; Rl and R2 are independently a substituted or unsubstituted 
straight chain or branched hydrocarbyl group, wherein the hydrocarbyl 
group optionally comprises -S-, -S(0)-, -S02-, -0- or -NR- (each R is 
independently -H, an aliphatic group, a substituted aliphatic group, an aryl 
group or a substituted aryl group); and R3 is -H, -S (0) 2H, -P(0)20H, 
-N(0)OH or -P (0) 20P (02)0H. Also disclosed are methods of treating a 
subject with a neurol. condition or disease and methods of treating a 
subject in need of immunosuppression. The subject can be, e.g., in need 
of neuroprotection, in need of neurogenesis, or in need of neuritogenesis . 
The method can be used for immunosuppression, e.g., a subject with organ, 
bone marrow, or stem cell transplant or a subject with autoimmune disease. 
The methods comprises the step of administering to the subject an 
effective amount of the synthetic ganglioside represented by Structural 
Formula (I) . 
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TI Methods for treatment of tumors and metastases using a combination of 
anti-angiogenic and immunotherapies 

AB The invention teaches methods for treating tumors and tumor metastases in 
a mammal comprising administering, to a mammal in need of treatment, a 
therapeutic amount of an antagonist sufficient to inhibit angiogenesis in 
combination with a therapeutic amount of anti-tumor immunotherapeutic agent, 
such as an anti-tumor antigen antibody/cytokine fusion protein having a 
cytokine and a recombinant Ig polypeptide chain sufficient to elicit a 
cytokine-specif ic biol. response. 
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TI Method and apparatus of low strength electric field network-mediated 

delivery of drug, gene, siRNA, shRNA, protein, peptide, antibody or other 
biomedical and therapeutic molecules and reagents in skin, soft tissue, 
joints and bone 

AB The invention includes four preferred embodiments: (i) a method and apparatus 
for the joint and its related soft tissue for bone gene, protein and drug 
delivery; (ii) a method and apparatus for gene, protein and drug delivery to an 
extremity; (iii) a method and apparatus for delivery of gene, protein and drug 
delivery to skin and soft tissue; and/or (iv) a method and apparatus for 
delivery of a gene, protein and drug to soft tissue tumor. The apparatus for 
transfecting drug, gene, siRNA, shRNA, protein, peptide, antibody or other 
biomedical and therapeutic mols. and reagents comprises a plurality of 
neg. electrodes disposed into low resistance elec. contact with skin 
overlaying the tissue. 
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TI Formulations for mediating inflammatory bowel disorders 

AB The invention provides formulations and methods for mediating 

inflammation, in particular an inflammatory bowel disorder such as 
necrotizing enterocolitis. Further, the formulations are effective in 
lowering blood cholesterol and decreasing blood 

cholesterol absorption. The formulations comprise at least one 
ganglioside, which may be selected from the group consisting of: GD3, GMl, 
GM2, GM3, and GDlb. The invention provides a method of treating or 
preventing inflammatory diseases, such as necrotizing enterocolitis by 
delivery of at least one ganglioside to a subject in need thereof. 
Supplementation of foods or liqs. with gangliosides, for example infant 
formula or infant foods, can be employed according to the invention. 
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TI Anti-atherosclerotic mechanisms of ganglioside GD3, antioxidant PDTC and 
flavonoid quercetin in vascular smooth muscle cells 

AB A review. Sialic acid containing glycosphingolipids (gangliosides) have been 
implicated in regulating various biol. phenomena such as 
atherosclerosis. Disialoganglioside (GD3) inhibited DNA synthesis 
of cultured VSMC in the presence of PDGF with down-regulation of 
cyclinE/CDK2 and up-regulation of the CDK inhibitor p21 and p27 
expression. GD3 inhibited TNF-a-induced matrix metalloproteinase-9 
(MMP-9) expression in VSMC and decreased MMP-9 promoter activity in 
response to TNF-a, which was transcriptionally regulated at 
NF-kB and activation protein-1 (AP-1) sites in the MMP-9 promoter. 
These suggest that the GD3 represents a physiol. modulator of VSMC 
responses that may contribute to plaque instability in 
atherosclerosis. On the other hand, pyrrolidine dithiocarbamate 
(PDTC) , a metal chelating antioxidant and pro-oxidant compound reduced cell 
growth and DNA synthesis on VSMC in low d. conditions. However, in serum 
depleted medium, PDTC did not affect the cell viability. At low VSMC d. 
in 10% FES, PDTC induced cell cycle arrest in the Gl phase. The cell 
cycle arrest is associated with the down-regulation of cyclin Dl, cyclin E, 
CDK2, CDK4 and up-regulation of the CDK inhibitor p21 expression. These 
inhibitory effects were associated with enhanced expression of p21 and 
increased complexing of p21 with cyclin D1/CDK4 and cyclin E/CDK2. PDTC 
induced marked activation of p38MAPK and JNK. SB203580, a p38MAPK 
specific inhibitor, blocked PDTC-dependent p38MAPK, growth inhibition, and 
p21 expression. The cells were transfected with antisense-p21 
oligodeoxynucleotide also decreased PDTC-induced p38 MAPK activity. These 
data demonstrate that the p38MAPK pathway participates in p21 induction, 
leading to decrease of cyclin Dl/cdk4 and cyclin E/cdk2 complexes and 
PDTC-dependent VSMC growth inhibition. Finally, quercetin, a 
bioflavonoid, is known to inhibit angiotensin Il-induced hypertrophy and 
serum-induced smooth muscle cell proliferation. Treatment of quercetin 
showed potent inhibitory effects on DNA synthesis of cultured human aortic 
smooth muscle cells (HASMC) in the presence of TNF-a. These 
inhibitory effects were associated with reduced extracellular 
signal-regulated kinase (ERK) 1/2 activity and Gl cell cycle arrest. 



Quercetin induced down-regulation of cyclins and CDKs and up-regulation of 
the CDK inhibitor p21 expression. Quercetin inhibited TNF-a-induced 
MMP-9 secretion on HASMC in a dose dependent manner by down-regulation of 
MMP-9, indicating the efficacy of quercetin in inhibiting cell 
proliferation, Gl to S phase cell cycle progress and MMP-9 expression 
through the transcription factors NF-kB and AP-1 on TNF-a-induced 
HASMC . 
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TI Methods of cancer treatment/prevention using cancer cell-specific surface 
antigens 

AB The authors disclose the elicitation of specific cellular and humoral 
immune responses against cancer cell surface antigens, including those 
cancer cell surface antigens expressed only in cancer cells and in 
non-cancer cells normally located in one or more immune-privileged sites 
or tissues of the individual. The method comprises using specifically 
prepared immunogen in fresh or lyophilized liposomes, proper routes of 
administration of the immunogen, proper doses of the immunogen, and 
specific combinations of heterologous immunization including DNA priming 
followed by liposomal protein boost to tailor the immune responses. In 
one example, the authors employ liposomal HBsAg as a model cancer antigen. 
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TI Methods of cancer treatment/prevention using cancer cell-specific surface 
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Antibodies conjugated with phagocytic marker for enhancing phagocytosis 

against autoimmune disease, infection, cancer and others 

The present invention provides a system for enhancing clearance or 

destruction of undesirable cells or noncellular mol. entities by tagging 

such cells or noncellular mol. entities with a marker that targets the 

cells or noncellular mol. entities for phagocytosis (phagocytic marker). 

The target cells can be, for example, endothelial cells, tumor cells, 

leukocytes, or virus-infected cells. In certain embodiments of the 

invention the tagging is accomplished by administering a composition comprising 

an antibody or ligand linked to the phagocytotic marker, wherein the 

antibody or ligand binds to a cell type specific marker present on or in 

the cell surface of a target cell. In preferred embodiments of the 

invention, the phagocytic marker comprises phosphatidylserine or a group 

derived from phosphatidylserine, thrombospondin-1 , annexin I, or a derivative 

of any of these. 
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TI Potentiation of immune responses with liposomal adjuvants 

AB A high-integrity liposome comprising at least one stable lipid and at 

least one peptide-like therapeutic agent associated with said liposome, 

adapted for parenteral administration to an animal, including a human, and 

method according to manufacture and use are disclosed. Immunizing dosage forms 

comprising a liposome and an immunogen, wherein said liposome and 

immunogen are present in an immunization dose are provided. Addnl., a 

dosage form, including such form particularly adapted to producing an 

immune response, comprising a salt according to an organic acid derivative of a 

sterol and an immunogen wherein said organic acid derivative of a sterol and 

immunogen are present in an immunization dose, and method according to use 

is disclosed. Further, a dosage form, including such form particularly 

adapted to producing an immune response, comprising 

dimyristoylphosphatidylcholine (DMPC) /cholesterol liposomes, 

optionally in an aluminum hydroxide gel, and an immunogen wherein said 

DMPC/cholesterol and immunogen are present in an immunization 

dose, and method according to use is presented. 
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Peptide-containing liposomes, immunogenic liposomes and methods of 
preparation and use 

A high integrity liposome comprising at least one stable lipid and at 
least one peptide-like therapeutic agent associated with the liposome, 
adapted for parenteral administration to an animal, including a human, and 
a method for manufacture and use are disclosed. Immunizing dosage forms 
comprise a liposome and an immunogen, wherein the liposome and immunogen 
are present in an immunization dose. Addnl., a dosage form, including 
such form particularly adapted to producing an immune response, comprising 
a salt according to an organic acid derivative of a sterol and an immunogen 
present in an immunization dose, and a method for use are disclosed. 
Further, a dosage form, including such form particularly adapted to 
producing an immune response, comprising dimyr istolyphosphatidylcholine 
( DMPC) /cholesterol liposomes, optionally in an aluminum 
hydroxide gel, and an immunogen wherein the DMPC/cholesterol and 
immunogen are present in an immunization dose, and method for their use 
are disclosed. 
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TI Ganglioside immunostimulating complexes and uses thereof 

AB The present invention relates generally to an immunostimulating complex 
comprising one or more gangliosides and more particularly to an 
immunostimulating complex comprising at least one of the gangliosides GM2, 
GD2, GD3 or GT3 . The immunogenic immunostimulating complex also comprises 
a saponin preparation, a sterol, a protein epitope, and phospholipid. The 
protein may be cancer specific protein, melanoma specific protein, or 
influenza hemagglutinin. The present invention is useful, inter alia, as 
a prophylactic and/or therapeutic agent in the treatment of tumors, and 
more particularly, melanomas. 
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